Claims

1. A compound of Formula (1),

42 R43 20

R
DA

R
R

X \( ’

|

C (CH,)—N

wg?rein:
R is selected from: chlorine, ethyl, methyt and metho

where Q is nitrogen, Y is —-CH- and Z is C(R48)-, and R30 is selected from

methyl and ethyl, where R48 is selected from: hydrogen, methyl,
chiorine and bromine;

R43 is hydrogen;

R44 is —CHz-phenyl whergih the phenyl is substituted by one or two
substituents sefected from fluorine and trifluoromethyl;

R45 is hydrogen;

R20 is hydrogen,

X is selected ffom O and S; and

nis 1;

or a phafmaceutically accepiable salf thereof.

2. compound of claim 1 selected from:
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N-((13)-2-amino-1-{[2-(triflucromethyl)phenylimethyl}ethyl)-5-chioro-4-(1-methyl-
1H-pyrazol-5-yi)-2-thiophenecarboxamide;
N-((18)-2-amino-1-{[2-(trifluoromethyl)phenyllmethyl}ethyl}-4-(4-bromo-1-methyl-
1H-pyrazol-5-yl)-5-methyl-2-thiophenecarboxamide;
N-((18)-2-amino-1-{[2-(trifluoromethyl)phenyllmethyllethyl)-4-(4-chloro-1-methyl- ,
1H-pyrazol-5-yl}-5-methyl-2-thiophenecarboxamide; _
N-((18)-2-amino-1-{[2-(trifluoromethyl)phenyllmethyl}ethyl)-5-chioro-4-(4-chlg
methyl-1H-pyrazol-5-yl)-2-thiophenecarboxamide;
N-((18)-2~amino-1-{[2~{trifluoromethyl}phenylimethyliethyl)-4-(4-bromagA -methyl-
1H-pyrazol-5-y1)-5-chloro-2-thiophenecarboxamide;
N-({18)-2-amino-1-{[2-(trifluoromethyl)phenyllmethyl}ethyl)-5-mety
1H-pyrazol-b-yl)-2-thiophenecarboxamide;
N-((1S)-2-amino-1-{[2-(trifluoromethyl)phenyllmethyl}ethyl)-54hloro-4-(1-ethyl-1H-
pyrazol-5-yl)-2-thiophenecarboxamide;
N-((1S)-2-amino-1-{[2-{triflucromethyl)phenylimethyl}ety I) -5-chioro-4-(1,4~
dimethyl-1H-pyrazol-5-yl)-2-thiophenecarboxamide; ,
-4-(1-methyl-1H-pyrazol-5-yi)-2-thiophenecarboxaii
N-{(18)-2-amino-1-[(3-fluorophenyl)methyl]ethy}f-5-chloro-4-(4-chloro-1-methyl-1H-
pyrazol-5-yl}-2-thiophenecarboxamide;
N-((18)-2-amino-1-{[2-(triflucromethyl)pher
pyrazol-5-yl}-2-thiophenecarboxamide;
N-((18)-2-amino-1-{[2-(trifluoromethyl henyl]methyl}ethyl)~4~(1 J4-dimethyl-1H-
pyrazol-5-yl)-5-methyl-2-thiophenstarboxamide;
N-((13)-2-amino-1-{[2-{triflucropiethyl)phenyljmethyf}ethyl)-4-(4-chioro-1-methyl-
1H-pyrazol-5-yl)-5-ethyl-2-thigphenecarboxamide;
N-({18)-2-amino-1-{[2-{trifldoromethyl)phenyllmethyl}ethyl)-4-(4-bromo-1-methyl-
1H-pyrazol-5-yl)-5-ethy)/2-thiophenecarboxamide;
N-((1S)-2-amino-1-{[2-(trifluoromethyl)phenyl]lmethyl}ethyi)-4-(1,4-dimethyl-1H-
pyrazol-5-yl)-5-et
N-((18)-2-aming™1-{[2-{trifluoromethyl)phenylimethyl}ethyl)-5-methyl-4-( 1-methyl-

-4-(1-methyl-

yllmethyljethyl)-5-ethyl-4-(1-methyl-1H-

-2-thiophenecarboxamide;

N-({18)-2-amino-1-{[2-(trifluoromethyl)phenylimethyl}ethyl)-4-(4-chloro-1-methyl-
1HEpyrazol-5-yl)-5-methyl-2-furancarboxamide;
N-((18)-2-amino-1-{[2-(trifluoromethyl)phenylimethyl}ethyl)-4-(1,4-dimethyl-1H-
pyrazol-5-yl)-6-methyl-2-furancarboxamide;
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N-{(1S)-2-amino-1-[(3-fluorophenyl)methyllethyl}-4-(4-chloro-1-methyl-1H-pyrazol-
5-yl}-5-ethyl-2-thiophenecarboxamide;
N-{(18)-2-amino-1-[(3-fluorophenyl}methyl]ethyl}-4-(1,4-gimethyl-1H-pyrazol-5-yl)-
5-ethyl-2-thiophenecarboxamide;
N-((1S)-2-amino-1-{[3-(trifluoromethyl}phenyllmethyl}ethyl)-4-(1,4-dimethyl-1H-
pyrazol-5-yl}-6-ethyl-2-thiophenecarboxamide;
N-({1S)-2-amino-1-{[2-(trifluoromethyl)phenylimethyl}ethyl}-5-chloro-4-( 1-mgthyl-
1H-pyrazol-5-yl}-2-furancarboxamide; _
N-((1S)-2-amino-1-{[2-(trifluoromethyl)phenylimethyl}ethyl)-5-chloro-4{4-chloro-1-
methyl-1H-pyrazol-5-yl)-2-furancarboxamide;
N-((18)-2-amino-1-{[2-(trifluoromethyl)phenyljmethyl}ethyl) 4»(4— loro-1-methyl-
1H-pyrazol-5-yl)-5-ethyl-2-furancarboxamide;
N-{(18}-2-amino~1-[(4-fluorophenyl)methyl]ethyl}-4-(4-chlopb-1-methyl-1H-pyrazol-
5-yl)-5-ethyl-2-furancarboxamide;
N-{(1 S)-2-amino—1—[(3-ﬂuorophenyi)methyl]ethyl}-4—( ¢hloro-1-methyl-1H-pyrazol-
5-yl)-6-ethyl-2-furancarboxamide;
N-{(18)-2-amino-1-[(3-flucrophenyl)methyllethyl}!5-chloro-4-(1-methyi-1H-pyrazol-
5-yl)-2-furancarboxamide;
N-{(18)-2-amino-1-[(4-flucrophenyl)methyl]&
5-yl)-2-furancarboxamide;
N-((1S)-2-amino-1-{[3-(triflucromethyl,
1H-pyrazol-5-yi}-2-furancarboxamigé;
N-{(1S)-2-amino-1-[(3-flucrophepyl)methyllethyl}-5-chloro-4-(4-chioro-1-methyl-1H-
pyrazol-5-yl}-2-furancarboxanyde;
N-{(15)-2-amino-1-{[3-(trifiybromethyl)phenyllmethyi}ethyl)-5-chloro-4-(4-chloro-1~
methyl-1H-pyrazol-5- -yh)-Z-furancarboxamide;
N-{(1S)-2-amino-1-[{4Alucrophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-
pyrazol-5-yl)-2-furaffcarboxamide;
N-{(13)-2-aminoy1-[(3-flucrophenyl)methyljethyl}-5-chloro-4-(1,4-dimethyl-1H-
pyrazol-5-yl)-2¢furancarboxamide;
N-{{18)-2-gfino-1-[(4-fluorophenyl)methyllethyl}-5-chloro-4-(1 ,4-dimethyl-1H-
pyrazol-9yl)-2-furancarboxamide;
N-((12 2—amino-1-{[3-(trif|uoromethyl)phenyi]methyl}ethyl)-5—chloro-4-(1 ,4-
dimpéthyl-1H-pyrazol-5-yl)-2-furancarboxamide;
N-{(18)-2-amino-1-{[2-(triflucromethyl)phenyljmethyl}ethyl)-5-chloro-4-(1,4-
dimethyl-1H-pyrazol-5-yl)-2-furancarboxamide;

hyl}-5-chloro-4-(1-methyt-1H-pyrazol-

phenyllmethyl}ethyl)-5-chloro-4-(1-methyl-
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N-((1S8)-2-amino-1-{[3-(triflucromethyl)phenylmethyl}lethyl)-5-methyl-4-( 1-methyl-
1H-pyrazol-5-yl}-2-thiophenecarboxamide;
N-{(1S)-2-amino-1-[{4-fluorophenyl)methyflethyi}-5-chlore-4-(1-methyl-1 H-pyrazol-
5-yl)-2-thiophenecarboxamide;
N-((18)-2-amino-1-{[3-(trifluoromethyl)phenyllmethyl}ethyl)-5-chloro-4-(1-methyl/
1H-pyrazol-5-yl)-2-thiophenecarboxamide;
N-{(18)-2-amino-1-[(4-fluorophenyl)methyllethyl}-5-methyl-4-( 1-methyl-1 H-gyrazol-
5-yl)-2-thiophenecarboxamide; _
N-{(1S)-2-amino-1-[(3-flucrophenyl)methyilethyi}-5-methyl-4-( 1-methy~1 H-pyrazol-
5-yl)-2-thiophenecarboxamide;
N-{(1S)-2-amino-1-{[3-(triflucromethyl}phenyllmethyl}ethyl}-4-(4,€hloro-1-methyl-
1H-pyrazol-5-yl}-5-methyl-2-thiophenecarboxamide; '
N-{{1S)-2-amino-1-[(4-flucrophenyl)methyl]ethyl}- 4—(4—bro -1-methy[-1H—pyrazoI—
5-yl}-5-methyl-2-thiophenecarboxamide; |
N-{(18)-2~amino-1-[{4-fluorophenyl)methyllethyl}-4- (4 ( hloro 1-methyl-1H-pyrazol-
5-yl)-5-methyl-2-thiophenecarboxamide; '
N-{(18)-2-amino-1-[(3 ﬂuorophenyl)methyi]ethyl 4 ~(4-chloro-1-methyl-1H-pyrazol-
5-y1)-5-methyl-2-thiophenecarboxamide;
N-{{13)-2-amino-1-[(3-fluorophenyl)methyl thyl}—4—(4~bromo-1 ~-methyl-1H-pyrazol-
5-y1)-5-methyl-2-thiophenecarboxamide;
N-((18)-2-amino-1-{[3-(trifluoromethypphenyljmethyi}ethyl)-4-(4-bromo-1-methyl-
1H-pyrazol-5-y|)-5-methyi-2-thiophghecarboxamide;
N-{(18)-2-amino-1-{[3-{trifluororgethyl)phenyllmethyl}ethyl)-4~(1,4-dimethyl-1H-
pyrazol-5-yl}-5-methyl-2-thiophenecarboxamide;
N-{(18)-2-amino-1-[(3-fluogdphenyl)methyllethyl}-4-(1,4-dimethyl-1H-pyrazol-5-yl)-
5-methyl-2-thiophenecagboxamide;
N-{(18)-2-amino-1-[( Iuorophenyl)methyl]ethyi}-4-(1 A-dimethyl-1H-pyrazol-5-yl)-

X-{{18)-2-amino-1-[(4-fluorophenyl)methyllethyl}-4-(4-bromo-1-methyl-1H-pyrazol-
5-yl)-5-chloro-2-thiophenecarboxamide;
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N-{(18)-2-amino-1-[(4-flucrophenyl)methyljethyl}-5-chloro-4-(4-chloro-1-methyl-1H-
pyrazol-5-yl}-2-thiophenecarboxamide;
N-{(18)-2-amino-1-[(2,5-diflucrophenyl)methyl]ethyl}-4-(4-chloro-1-methyl-1H-
pyrazol-5-yl)-5-methyl-2-thiophenecarboxamide;
N-{(18)-2-amino-1-[(2,5-difluorophenyl)methyllethyl}-5-methyl-4-(1-methyl-1H-
pyrazol-5-yl)-2-thiophenecarboxamide;
N-{(1S)-2-amino-1-[(2,5-difluorophenyi}methyflethy}-4-(1,4-dimethyl-1H-pyrdzol-5-
yl)-5-methyl-2-thiophenecarboxamide;
N-{(1S)-2-aminc-1-[(2,5-diflucrophenyl)methyl]ethyl}-5-chloro-4-{4-chl
1H-pyrazol-5-yl)-2-thiophenecarboxamide;
N-{(18)-2-amino-1-[(2,5-diflucrophenyl)methyllethyl}-5-chloro-4-(f-methyl-1H-
pyrazol-5-yl)-2-thiophenecarboxamide;
N-{(1S)-2-amino-1-[(3-fluorophenyl)methyllethyl}-4-(4-chlorg-1-methyl-1H-pyrazol-
5-yl)-5-methyl-2-furancarboxamide;
N-({15)-2-amino-1-{[2-(trifluoromethyl)phenyllmethyl}gthyl)-5-(methyloxy)-4-(1-
methyl-1H-pyrazol-5-yl)-2-thiophenecarboxamide;
N-{(18)-2-amino-1-[(4-flucrophenyl)methyllethyl}¢4-(4-chloro-1-methyl-1H-pyrazol-
5-yl}-5-methyl-2-furancarboxamide;
N-({1S)-2-amino-1-{[3-(trifluoromethyl)phepylmethyl}ethyl)-4-(4-chloro-1-methyl-
1H-pyrazol-5-yl)-5-methyl-2-furancarboyamide;
N-((15)-2-amino-1-{[2-(triflucromethyfjphenyl]methyl}ethyl)-4-(4-chloro-1-methyl-
1H-pyrazol-5-yl}-6-(methyloxy)-2-tHiophenecarboxamide;
N-{(15)-2-amino-1-{(2,5-difluorgbhenyl)methyllethyl}-5-chloro-4-(1,4-dimethyl-1H-
pyrazol-5-yl}-2-thiophenecarfoxamide;
N-{(1S8)-2-amino-1-[(3-flugfophenyl)methyl)ethyl}-4-(4-chloro-1-methyl-1H-pyrazol-
5-y1)-5-(methyloxy)-2-thiophenecarboxamide;
N-{(18)-2-amino-1-[(4-fluorophenyl)methyl]ethyl}-4-(4-chloro-1-methyl-1 H-pyrazol-
5-y1)-5-(methyloxy)-2-thiophenecarboxamide;
N-((18)-2-aminé-1-{[3-(trifluoromethyl)phenyllmethyl}ethyl)-4-(4-chloro-1-methyl-
1H-pyrazol-#-y!}-5-(methyloxy)-2-thiophenecarboxamide;
N-{(18)-2/amino-1-[(4-flucrophenyl)methyllethyl}-4-(1,4-dimethyl-1H-pyrazol-5-yl)-
~thiophenecarboxamide;
N-{{1S)-2-amino~1-[(3,4-difluorophenyl)methyllethyl}-5-methyl-4-(1-methyl-14-
razol-5-yi)-2-thiophenecarboxamide;
N-{{1S)-2-amino-1-[(3,4-difluorophenyl)methyllethyl}-4-(4-chloro-1-methyl-1H-
pyrazol-5-yh)-5-methyl-2-thiophenecarboxamide;

o-1-methyl-
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N-{(18)-2-amino-1-[(3,4-diflucrophenyl)methyllethyl}-5-chloro-4-( 1-methyl-1 H-
pyrazol-5-yl)-2-thiophenecarboxamide;
N-{(1S)-2-amino-1-[(3,4-difluorophenyljmethyllethyl}-5-chloro-4-(4-chloro-1-methyl-
1H-pyrazol-5-yl)-2-thiophenecarboxamide;
N-{(18)-2-amino-1-[(3,4-difluorophenyl}methyllethyl}-4-(1,4-dimethyl-1H-pyrazol-5-
yl)-6-methyl-2-thiophenecarboxamide;
N-{(18)-2~amino-1-[(3,4-difluorophenyl)methyllethyl}-5-chloro-4-(4-chloro-1-shethyl-
1H-pyrazol-5-yl)-2-furancarboxamide;
N-{(18)-2-amino-1-[(3,4-difluorophenyl)methyllethyl}-5-chloro-4-( 1-meiHyl-1H-
pyrazol-5-yl}-2-furancarboxamide;
N-{(1S)-2-amino-1-[(3,4-difluorophenylmethyl]ethyl}-5-methyl-4-{1-methyl-1H-
pyrazol-5-yl)-2-furancarboxamide;
N-{(15)-2-amino-1-[(3,4-difluorophenylimethyl]ethyi}-4-(4-c
pyrazol-5-yl)-5-methyl-2-furancarboxamide;
N-{(15)-2-amino-1-[(3,4-difluorophenyl)methyl]ethyl}-5-
pyrazol-5-yl)-2-furancarboxamide;
N-{(18)-2-amino-1-{(3,4-difluorophenyl)methyllet
yh)-6-methyl-2-furancarboxamide;
N-((1S8)-2-amino-1-{[2-(trifluoromethyl})phenylimethyl}ethyl)-5-chloro-4-(4-chioro-1-
ethyl-1H-pyrazol-5-yl}-2-thiophenecarboxamide;
N-{(18)-2-amino-1-[(3-fluorophenyl)mejtiyl]ethyl}-5-chloro-4-(4-chloro-1-ethyl-1 H-
pyrazol-5-yl)-2-thiophenecarboxami
N-{(18)-2-amino~1-[(4-fluorophenyl)methyljethyl}-5-chloro-4-(4-chloro-1-ethyl-1 H-
pyrazol-5-yl)-2-thiophenecarboyamide;
N-((18)-2-amino~1-{[3-(triflugromethyl)phenylimethyl}ethyl)-5-chioro-4-(4-chloro-1-
ethyl-1H-pyrazol-5-yl}-2-thi
N-({18)-2-amino-1{[2-(}fifluoromethyl)phenyl]methyl}ethyl)-5-chloro-4-(1-ethyl-4-
methyi-1H-pyrazol-5-41)-2-thiophenecarboxamide;
N-{(15)-2-amino-14(3-fluorophenyl)methyljethyl}-5-chloro-4-(1-ethyl-4-methyl-1H-
pyrazol-5-yl}-2-{hiophenecarboxamide;
N-{(18)-2-aminho-1-[(3,4-difluorophenyl)methyllethyl}-5-chloro-4-(1-ethyl-4-methyl-
1H-pyrazo}5-yl)-2-thiophenecarboxamide;

ro-1-methyl-1H-
loro-4-(1,4-dimethyl-1H-

(}-4-(1,4-dimethyl-1H-pyrazol-5-

phenecarboxamide;

(18)-2-amino-1-{[3-(trifluoromethyl)phenyllmethyl}ethyl}-5-chloro-4-(1,4-
imethyl-1H-pyrazol-5-yi}-2-thiophenecarboxamide;
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N-{(1S)-2-amino-1-[(4-fluorophenyl)methyl]ethyl}-5-chloro-4-(1,4-dimethyl-1 H-
pyrazol-5-yl)-2-thiophenecarboxamide;
N-{{1S)-2-amino-1-[(3,4-diflucrophenyl)methyilethyi}-5-chloro-4-(4-chloro-1-ethyl-
1H-pyrazol-5-yl)-2-thiophenecarboxamide;
N-{{(18)-2-amino-1-[(3,4-difluorophenyl)methyllethyl}-5-chloro-4-(4-chloro-1-ethyl- /
1H-pyrazol-5-yl}-2-furancarboxamide; and /
N-{(18)-2-amino-1-{(3,4-diflucrophenyl)methyllethyl}-4-(4-chloro-1-ethyl-1H-gyrazol-
5-yI)-5-methyl-2-furancarboxamide;

or a pharmaceutically accepiable salt thereof.

3. A compound of claim 1 selected from:
N-{(18)-2-amino-1-[(3-flucrophenyl)methyllethyl}-5-c¢ 1 ro-4-(4-chloro-1-
methyl-1H-pyrazol-5-yl}-2-thiophenecarboxghide;
N-{(1S)-2-amino-1-[(3-fluorophenyl)methyljethy]; .-chloro-4—(4ﬂchloro—1 -
methyl-1H-pyrazol-5-yl}-2-furancarboyamide;
N-{{18)-2-amino-1-[(3-fluorophenyl)methy} thyl}-4—(4—chloro-1 -methyl-1H4-
pyrazol-5-yl)-5-methyl-2-thiophepecarboxamide;
N-{(18)-2-amino-1-[(3,4-diflucrophenyl)methyllethyl}-5-chloro-4-(4-chloro-1-
methyl-1H-pyrazoi-5-yl)-2-f#iiophenecarboxamide:
N-{(18)-2-amino-1-[(3,4-diflucrgphenyl)methyllethyi}-5-chioro-4-(4-chloro-1-
methyl-1H-pyrazol-5-y1)-2-furancarboxamide;
or a pharmaceutically accgptable salt thereof.

4, A compound of claip 1 which is;
N-{(1S)-2-aminoA-[(3-fluorophenyl)methyljethyl}-5-chloro-4-(4-chloro-1-

(1 S)-2-amino-1-{(3,4-difluorophenyl)methyllethyl}-5-chloro-4-(4-chloro-1-
methyl-1H-pyrazol-5-yl}-2-furancarboxamide;
or a pharmaceutically acceptable salt thereof.

A compound according to any one of claims 1 to 5, or a pharmaceutically
acceplable salt thereof, for use in therapy.
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10.

11.

Use of a compound defined in any one of claims 1to Sora

pharmaceutically acceptable salt thereof, in the manufacture of a
medicament for treating or lessening the severity of a disease or condition
selected from cancer and arthritis.

The use according to claim 7 wherein said cancer is selected from: brai
(gliomas), glioblastoras, Bannayan-Zonana syndrome, Cowden disedse,
tumor, Ewing's sarcoma, Rhabdomyosarcoma, ependymoma,
medulloblastoma, colon, head and neck, kidney, lung, liver, mélanoma
ovarian, pancreatic, prostate, sarcoma, osteosarcoma, giay ceil tumor of
bane, thyroid, Lymphoblastic T cell leukemia, Chronic my:
leukemia, Chronic lymphocytic leukemia, Hairy-cell ledkemia, acute
lymphoblastic leukemia, acute myelogenous teukia, Chronic neutrophilic
leukemia, Acute lymphoblastic T cell leukemia, smacytoma,
Immunoblastic large cell leukemia, Mantle eukemia, Multiple myeloma
Megakaryoblastic leukemia, multiple myelg acute megakaryocytic
leukemia, promyelocytic leukemia, Eryih) oleukemia, malignant lymphoma,
hodgkins lymphoma, non-hodgkins Ehoma, lymphoblastic T cell
lymphoma, Burkitt's lymphoma, fol] itular lymphoma, neuroblastoma, bladder
cancer, urothelial cancer, lung cer. vulval cancer, cervical cancer,
endometrial cancer, renal canter, mesothelioma, esophageal cancer,
salivary gland cancer, hep; focellular cancer, gastiric cancer,
nasopharangeal cancery uccai cancer, cancer of the mouth, GIST

(gastrointestinal strom al tumor) and testicular cancer.

The use accordjr (g to claim 8 wherein said cancer is selected from: brain
{gliomas), gllastomas, Bannayan-Zonana syndrome, Cowden disease,
Lhermittecios disease, breast, colon, head and neck, kidney, lung, liver,
melanory , ovarian, pancreatic, prostate, sarcoma and thyroid.

A pharmaceutical composition comprising a compound according to any
gne of claims 1 to 5, or a pharmaceutically acceptable salt thereof and a
pharmaceutically acceptable carrier.

The pharmaceutical composition according to claim 10 which further
comprises at least one anti-neoplastic agent.
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12.

The pharmaceutical composition according to claim 11 wherein the at least
one anti-neoplastic agent is selected from the group consisting essentially of
anti-microtubule agents, platinum coordination complexes, alkylating

agents, antibiotic agents, topoisomerase il inhibitors, antimetabolites,
topoisomerase | inhibitors, hormones and hormonal analogues, signa
transduction pathway inhibitors; non-receptor tyrosine kinase angiggenesis
inhibitors; immunotherapeutic agents; proapopiotic agents; and/€ell cycle

signaling inhibitors.
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4

Claims

1.

A compound of Formula (1},

42 Rd? Rzu
|
A

RM R“
X \( T

O (CH)—N
I

45

R™q)

wherein:

R4 is selected from: chiorine, ethyl, methyl and methoxy;
R4Zis

e
Q\N

RSG

where Q Is nitrogen, Y Is -CH- and Z is -C(R*6)-, and R is selected from

methy| and ethyl, where R38 is selected from: hydrogen, methyl, chiorine and bromine;
R43 is hydrogen;

R is -CH,-phenyl wherein the phenyl is substituted by one or two

substituents selected from fluorine and trifluoromethyl;

R35 is hydrogen;

R20 is hydrogen;

X is selected from O and S; and

nis 1;

or a pharmaceutically acceptable sait thereof,

2. A compound of claim 1 selected from;

N-{(18}-2-aminc-1-{[2-(rifluoromethyl)phenylimethyl}ethyl}-5-chloro-4-(1-methyl-1 H-pyrazol-5-yl)-2-thi-
ophenecarboxamide;

N-{(15)-2-amino-1-{[2-{rifluoremethyl)phenylimethyjethyl)-4-(4-bromo-1-methyl-1 H-pyrazol-5-yl)-5-methyl-2-
thiophenecarboxamide;

N-({18}-2-amino-1-{[2-{trifluoromethylphenylJmethy jethyl)-4-{4-chlaro-1-methyl-1 H-pyrazol-5-yl)-5-methyl-2-
thiophenecarboxamide;
N-{{18)-2-amino-1-{[2-{trifluoromethyl)phenyl]methy[}ethyl)-5-chlora-4-{4-chloro- 1-methyl-1H-pyrazol-5-y1)-2-
thiephenecarboxamide;

N-{{15)-2-amino-1-{[2-{trifluoromethyl)phenyflmethyl}ethyl)-4-(4-bromec-i-methyi-1 H-pyrazal-5-yl}-5-chioro-2-
thiophenecarboxamide;

N-{{18)-2-amino-1-{{2-{trifluioromethyliphenyilmethylethyl)-5-methy|-4-(1-methyl-1 H-pyrazol-5-yl}-2-thi-
ophenecarboxamide;
N-{{15)-2-amino-1-{{2-{trifluoromethyliphenylimethyl}ethyl)-5-chloro-4-(1-ethyl-1H-pyrazol-5-yl)-2-thiophene-
carboxamide;
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N-({18)-2-aminc-1-{[2-{triflucromethy()phenylimethyllethyl)-5-chloro-4-(1,4-dimethyl-1  H-pyrazol-5-yl)-2-thi-
ophenecarboxamide;

N-{(18)-2-amino-1-[(3-flusrophenyiimethyl]ethyl}-5-chloro-4-{ 1-methy|-1H-pyrazol-5-yl)-2-thiophenecarboxa-
mide;
N-{(18)-2-amino-1-[(3-flucrophenylimethyilethyl}-5-chloro-4-{4-chloro-1-methyl-1H-pyrazal-5-yl}-2-thicphene-
carboxamide;

N-((18)-2-amino-1-{[2-(trifilucromethyl}phenyl]methyl}ethyl)-5-ethyil-4-{1-methyl- 1H-pyrazol-5-yl}-2-thiophene-
carboxamide;
N-((18)-2-amino-1-{[2-(trifluoromethyl}phenylimethyl}ethyl)-4-{1,4-dimethyl-1H-pyrazol-5-yl)-5-methy|-2-thi-
ophenecarboxamide;
N-{{13)-2-amino-1-{[2-(trifluoromethyl)phenyllmethyl}ethyi)-4-(4-chloro-1-methyl-1H-pyrazol-5-yi)-5-ethyl-2-
thiophenecarboxamide;

N-({18)-2-amino-1-{[2-(trifluoromethylphenyl)methyliethyl)-4-(4-bromo-1-methyl-1 - H-pyrazol-5-yl}-5-ethyl-2-
thiophenecarboxamide;

N-{{18})-2-amino-1-{[2-{trifluoromethy)phenylimethyl}ethyl)-4- 1,4-dimethyl-1H-pyrazol-5-yl)-5-ethyl-2-thi-
ophenecarboxamide;

N-{{18)-2-amino-1-{[2-(riflucromethyl}phenylimethyt}ethyl}-5-methyl-4-{1-methyl-1 H-pyrazal-5-yl}-2-furancar-
boxamide;

N-{{18)-2-amino-1-{[2-{trifluoromethyhphenylimethyllethyl}-4-(4-bromo-1-methyl-1 H-pyrazol-5-yl}-5-methyl-2-
furancarboxamide;

N-((18)-2-amine-1-{[2-{triflucromeihyl)phenylimethyl}ethyl}-4-(4-chiara-1-methyl-1 H-pyrazol-5-yl}-5-methyl-2-
furancarboxamide;

N-((18)-2-amino-1-{[2-{trifluoromethyl)phenyllmethyl}ethyl)-4-(1,4-dimethyl- 1H-pyrazol-5-yl)-5-methyl-2-fur-
ancarboxamide;
NH{(18)-2-amino-1-[{3-fluorophenyimethyllethyl}-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-5-ethyl-2-thiophene-
carboxamide;
N-{(18}-2-amino-1-{(3-flucrophenylymethyllethyl}-4-(1,4-dimethyl-1H-pyrazol-5-yl)-5-ethyl-2-thiophenecarbox-
amide;
N-((18}-2-amino-1-{[3-(trifluoromethyl}phenyl]methyl}ethyl)-4-(1,4-dimethyi-1H-pyrazol-5-yl)-5-ethyl-2-thi-
ophenecarbaxamide;

N-({18}-2-amino-1-{[2-(trifluoromethyl)phenyl]methyl}ethyl)-5-chloro-4-(1-methyl-1 H-pyrazol-5-yl}-2-furancar-
hoxamide;

N-{{18)-2-amino-1-{[2-{trifluoromethyl}phenyllmethyljethyl)-5-chloro-4-(4-chloro-1-methyl-1 H-pyrazol-5-yl)-2-
furancarboxamide;

N-{{18)-2-amino-1-{[2-(lrifluoromethyl)phenylimethyilethyl)-4-(4-chloro-1-methyl-1  H-pyrazol-3-yl)-5-ethyl-2-
furancarboxamide;
N-{(18)-2-aminc-1-[(4-flucrophenylimethyllethyl}-4-(4-chloro-1-methyl-1H-pyrazol-5-yl}-5-ethyl-2-furancar-
boxamide;
N-{(18)-2-amino-1-[{3-fluorophenylimethyllethyl}-4-(4-chlore-1-methyl-1H-pyrazol-5-yl}-5-ethyl-2-furancar-
boxamide;

N-{(18)-2-amino-1-{{3-fluorophenylymethyllethyl}-5-chlore-4-( 1-methyl-1H-pyrazol-5-yl)-2-furancarboxamide;
N-{(18)-2-amino-1-[{4-fluorophenyl)methyl]ethyl}-5-chloro-4-( i-methyl-1H-pyrazol-5-yl)-2-furancarboxamide;
N-((18)-2-amino-1-{[3-(trifluoromethyphenyl]methyl}ethyl)-5-chloro-4-(1-methyl-1 H-pyrazol-5-yi)-2-furancar-
boxamide;
N-{(18)-2-amino-1-[{3-flucrophenyhmethyliethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y()-2-furancar-
boxamide;

N-{{15}-2-amino-1-{[3-(trifluoromethy)phenyl)methyl}ethyl)-5-chloro-4-(4-chloro-1-methyl-1 H-pyrazol-5-yl)-2-
furancarboxamide;
N-{{18)-2-amino-1-{(4-fluoropheny}methyllethyl}-5-chloro-4-{4-chloro-1-methyl-1H-pyrazol-5-yl)-2-furancar-
boxantide;
N-{{18)-2-amino-1-[(3-flucrophenyimethyljethyl}-5-chloro-4-{1,4-dimethyl-1H-pyrazal-5-yl)-2-furancarboxam-
ide;

N-{(18)-2-amine-1-[(4-fluorophenylimethyllethyl}-5-chiorg-4-{1,4-dimethyl-1 H-pyrazol-5-yl)-2-furancarboxam-
ide;
N=((13)-2-amino-1-{[3-(triffucromethyphenyilmethyl}ethyl)-5-chloro-4-(1,4-dimethyl-1H-pyrazot-5-yl}-2-furan-
carboxamide;
N-((13)-2-amino-1-{[2-(riflucromethyliphenyljmethyl}ethyl)-5-chloro-4-(1,4-dimethyl-1H-pyrazol-5-yl}-2-furan-
carboxamide;
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N-({18)-2-amino-1-{[3-(triflucromethylphenyllmetihyl}ethyl}-5-methyl-4-{1-methyl- 1H-pyrazol-5-yi}-2-thi-
ophenecarboxamide;
N-H({135)-2-amino-1-[{4-fluorophenylymethyllethyl}-5-chloro-4-{1-methyl-1H-pyrazol-5-yl}-2-thicphenecarboxa-
mide;

MN-((18)-2-amino-1-{[3-(triflucromethyl}phenylimethyl}ethyl)-5-chloro-4-{1-methyl-1 H-pyrazol-5-yl)-2-thi-
ophenecarboxamide;
N-{(15)-2-amino-1-[{4-fluoropheny)methyl]ethyl}-5-methyl-4-(1-methyl-1H-pyrazol-5-y)-2-thiophenecarboxa-
mide;
N-{{15)-2-amino-1-[{3-fluorophenylymethy(]ethyl}-5-methyl-4-{1-methyl-1H-pyrazol-5-yl)-2-thiophenecarboxa-
mide;
N-{(15)-2-amino-1-{[3-(triflucromethyl}phenyllmethyl}ethyl)-4-{4-chloro-1-methyl-1H-pyrazol-5-yl)-5-methyl-2-
thiophenecarboxamide;

N-{(18)-2-amina-1-[{4-fluorophenylymethyl]ethyl}-4-(4-bromo-1-methyt-1 H-pyrazol-5-yl)-5-methyl-2-thi-
ophenecarboxamide;

N-{(15)-2-amino-1-[{4-fluorophenyymethyl]ethyl}-4-(4-chloro-1-methyl-1 H-pyrazol-5-yi)-5-methyl-2-thi-
ophenecarboxamide;
N-{(18)-2-aminc-1-[{3-flucrophenylymethyllethyf}-4-(4-chioro-1-methyl-1H-pyrazol-5-yl}-5-methyl-2-thi-
ophenecarboxamide;
N-{(18)-2-amino-1-[(3-flucrophenylmethyl]ethyl}-4-(4-bromo-1-methyt-1H-pyrazok-5-yl)-5-methyl-2-thi-
ophenecarboxamide;
N-((18)-2-amino-1-{[3-(triftuoromethyliphenylimethyljethyl}-4-{4-bromo-1-methyl-1H-pyrazal-5-yl)-5-methyl-2-
thiophenecarboxamide;

N-((18)-2-amino-1-{{3-(frifluoromethyl)phenylmethyBethyl)-4-(1,4-dimethyl-1 H-pyrazol-5-yl}-5-methyl-2-thi-
ophenecarboxamide;
N-{(18)-2-amino-1-{(3-fluorophenylymethy(]ethyl}-4-(1,4-dimethyl-1H-pyrazol-5-y1)-5-methyl-2-thiophenecar-
boxamide;
N-{(15)-2-amino-1-{{4-fluoraphenyl)methyl]ethyl}-4-(1,4-dimethyl-1H-pyrazol-5-y1)-5-methyl-2-thiophenecar-
boxamide;

N-{{18)-2-amino-1-{(3-fluorophenylymethyl]ethyl}-4-(4-bromo-1-methyi-1 H-pyrazol-5-yl)-5-chloro-2-thiophene-
carboxamide;

N-({18)-2-amino-1-{[3-(triflucromethylphenyljmethyl}ethyl)-5-chloro-4-(4-chiora-1-methyl-1 H-pyrazol-5-yl)-2-
thiophenecarboxamide;
N-{{18}-2-amino-1-{[3-{triflucromethyl)phenylimethyf}ethyl}-4-{4-broma-1-methyl-1H-pyrazol-5-y))-5-chloro-2-
thiophenecarboxamide;
N-{{18)-2-amino-1-f{4-fluorophenylymethyllethyl}-4-{4-bromo-1-methyi-iH-pyrazol-5-yi)-5-chloro-2-thiophene-
carboxamide;

N-{{18)-2-amino-1-{(4-fluorophenylmethyllethyl}-5-chlora-4-{4-chloro-1-methyl- 1H-pyrazol-5-yi)-2-thiophene-
carboxamide:;
N-{{18)-2-amino-1-{(2,5-difluorophenyl)methyilethy-4-(4-chlora-1-methyl-1H-pyrazol-5-yl)-5-methyl-2-thi-
ophenecarboxamide;

N-{{18)-2-amino-1-{(2,5-difluorophenyl)methyljethyl}-5-methyl-4-( 1-methyl-1H-pyrazol-5-y[)-2-thiopheneacar-
boxamide;

N-{{15)-2-amino-1-{(2,5-diflucrophenylmethyl]ethyl}-4-(1,4-dimethyl- 1H-pyrazol-5-y1)-5-methyl-2-thiophene-
carboxamide;

NH{{18)-2-amino-1-f(2,5-difluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-f-methyl-1 H-pyrazol-5-yl)-2-thi-
ophenecarboxamide:;

N-{{18)-2-amino-1-{(2,5-diflucrophenyl)methyl]ethyl}-5-chloro-4-(1-methyl- 1H-pyrazol-5-yl)-2-thiophenecar-
boxamide;

N-{{1S}-2-amino-1-{(3-fluorophenylymethyfjethyl}-4-{4-chloro-1-methyl-1 H-pyrazol-5-yl}-5-methyl-2-furancar-
hoxamide;

N-{{18}-2-amino-1-{f2-(triflucromethyl)phenyl]methyl}ethyl)-5-(methyloxy)-4-(1-methyl-1 H-pyrazol-5-yl)-2-thi-
ophenecarboxamide;
N-{{115)-2-amino-1-[(4-Aucrophenylymethyllethyl}-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-5-methyl-2-furancar-
boxamide;

N-{{18}-2-amino-1-{3-(triflucromethyl)phenyl]methyl}ethyl)-4-(4-chloro-i-methyl-1 H-pyrazol-5-yl}-5-methyl-2-
furancarboxamide;

N-((1 8)-2-amino-1-{[2-{trif ucromethyl)phenylimathyl}ethyl)-4-(4-chloro-1-methyl-1H-pyrazol-5-yl-5-{methyl-
oxy)-2-thiophenecarboxamide;
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N-{{15)-2-amino-1-[(2,5-difluorophenyl)methyl]ethyl}-5-chloro-4-(1,4-dimethyl- 1H-pyrazol-5-yl)-2-thiophene-
carboxamide;

N-{{18)-2-amino-1-[(3-flucrophenyl)methyljethyl}-4-(4-chiora-1-methyl-1H-pyrazol-5-yi-5-( methyloxy)-2-thi-
aphenecarboxamide;

N-{(15)-2-amino-1-[(4-flucrophenylymethyllethy(}-4-(4-chloro-1-methyl-1 H-pyrazol-5-yi)-5-( methyloxy)-2-thi-
ophenecarboxamide;

N-{((15)-2-amino-1-{[3-(triflucromethyl)phenylmethyl}ethyl)-4-(4-chloro-1-methyl-1 H-pyrazol-5-yl-5-(methyl-
oxy)-2-thiophenecarboxamide;

N-{(15)-2-amino-1-[(4-flucrophenylymethylethyl}-4-(1,4-dimethyl- 1H-pyrazol-5-yl)-5-athyl-2-thiophenecarbox-
amide;

N-{(15)-2-amino-1-[(3,4-difluorophenyl)methyl]ethyl}-5-methyl-4-(1-methyl-1 H-pyrazol-5-yl}-2-thiophenecar-
boxamide;
N-{(15)-2-amino-1-[(3,4-difluorophenyl)methyllethyl}-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-5-methyl-2-thi-
ophenecarboxamide;

N-{(15)-2-amino-1-[{3,4-difluorophenyl)methyl]ethyl}-5-chlore-4-(1-methyl-1 H-pyrazol-5-yl}-2-thiophenecar-
boxamide;

N-{{18)-2-amino-1-[(3,4-difluorophenyl)methyllethyl}-5-chloro-4-(4-chloro-1-methyl-1 H-pyrazol-5-yl}-2-thi-
ophenecarboxamide;

N-{(18)-2-amino-1-[(3,4-diftuorophenyl)methy(jethyl}-4-{1,4-dimethyl-1 H-pyrazol-5-yl)-5-methyl-2-thiophene-
carboxamide;

N-{{15)-2-amino-1-[{3,4-difluorophenyl}methyllethyl}-5-chlore-4-(4-chloro-1-methyl-1 H-pyrazol-5-yl)-2-furan-
carhoxamide;
N-{{15)-2-amino-1-[{3,4-difluorophenylymethyljethyl}-5-chloro-4-(1-methyl-1H-pyrazol-5-yl)-2-furancarboxam-
ide;

N-{(15)-2-amino-1-((3,4-difluorophenyl}methy(iethyl}-5-methyl-4-{ 1-methyl-1H-pyrazol-5-yl)-2-furancarboxam-
ide:

N-{(18)-2-amino-1-[(3,4-diflucrophenyl}methyljethyl}-4-{4-chloro-1-methyl-1 H-pyrazol-5-y|}-5-methyl-2-furan-
carboxamide;

N-{{18)-2-amino-1-[{3,4-difluarophenyl}methylethyl}-5-chlaro-4-(1,4-dimethyl- 1 H-pyrazol-5-yl)-2-furancarbox-
amide;

N-{{15)-2-amino-1-[(3,4-diffuorophenyl)methyfjethyl}-4-{ 1,4-dimethyl-1H-pyrazol-5-y)-5-methyl-2-furancar-
boxamide;

N-{(15)-2-amino-1-{[2-(triflucromethyl)phenyljmethyl}ethyl}-5-chloro-4-(4-chloro-1-ethyl-1  H-pyrazal-5-yl)-2-
thiophenecarboxamide;
N-{{15)-2-amino-1-[(3-fluorophenyl)methyllethyl}-5-chloro-4-{4-chloro-1-ethyl-1H-pyrazol-5-yl)-2-thiophene-
carboxamide;

N-{(18)-2-amino-1-[(4-fluorophenylmethyllethyl}-5-chioro-4-{4-chloro- 1-ethyl-1H-pyrazol-5-yl)-2-thiophene-
carboxamide;

N-((18)-2-amino-1-{[3-(frifluoromethyl)phenylimethyl}ethyl)-5-chloro-4-(4-chloro-1-ethyl-1  H-pyrazol-5-y1)-2-
thiophenecarboxamide;

N-((1 5)-2-amino-1-{[2-(trifluoromethylphenylimethyl}ethyl)-5-chlora-4-{ 1-ethyl-4-methyl-1H-pyrazol-5-yl}-2-
thiophenecarboxamide;

N-{(15)-2-amino-1-[(3-fluorophenyl}methyllethyl}-5-chlore-4-{ 1-ethyl-4-methyl-1H-pyrazol-5-yl)-2-lhiophene-
carboxamide;

N-{{15)-2-amino-1-[(3,4-difluorophenylmethyl]ethy(}-5-chloro-4-(1-ethyl-4-methyl-1 H-pyrazal-5-yl)-2-thi-
ophenecarboxamide;

N-{{15)-2-amino-1-[(3-flucrophenyl}methyllethyl}-5-chloro-4-{1,4-dimethyl-1 H-pyrazol-5-y[)-2-thiophenecar-
boxamide;

N-({18)-2-amino-1-{[3-(trifluoromethylphenyl)methyl}ethyl)-5-chloro-4-{1,4-dimethyl-1  H-pyrazohk5-yl)-2-thi-
ophenecarboxamide;
N-{(18)-2-amino-1-[(4-flucrophenylymethyljethyl}-5-chloro-4-(1,4-dimethyl-1H-pyrazol-5-yl)-2-thiophenecar-
boxamide;

N-{(18)-2-amino-1-[{3 4-difluorophenyl)methyljethyl}-5-chioro-4-{4-chloro-1-ethyl-1 H-pyrazoi-5-yl)-2-thi-
ophenecarboxamide;

N-{(15)-2-amino-1-[(3,4-difluorophenyl)methyljethyl}-5-chioro-4-(4-chloro-1-athy -1 H-pyrazol-5-yl}-2-furancar-
boxamide; and

N-{(18)-2-amino-1-[(3,4-difluorophenyl)methyllethyl}-4-(4-chioro-1-ethyl-1 H-pyrazol-5-yi)-5-methyl-2-furan-
carboxamide;
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3.

10.

1.

12

ar a pharmaceuiically acceptable salt thereof.
A compound of claim 1 selecled from:

N-{{18)-2-amino-1-[(3-flucrophenyhmethyl]ethy(}-5-chloro-4-{4-chloro-1-methyi-1H-pyrazol-5-yl)-2-thiophene-
carboxamide;
N-{{15)-2-amino-1-[{3-flucrophenyl)methyllethyl}-5-chloro-4-{4-chloro-1-methyl-1H-pyrazol-5-yl)-2-furancar-
baxamide;
N-{(18)-2-amino-1-[(3-fluorophenylmethyl]ethyl}-4-(4-chloro-1-methyl-1H-pyrazal-5-yl)-5-methyl-2-thi-
ophenecarboxamide;
N-{(15)-2-amino-1-[(3,4-difluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y)-2-thi-
ophenecarboxamide;

N-{(15)-2-amino-1-[{3,4-diflucrophenyl)methyllethyl}-5-chloro-4-(4-chloro-1-methyl-1  H-pyrazol-5-yl}-2-furan-
carboxamide;

or a pharmaceutically acceptable salt thereof.

A compound of ¢laim 1 which is:

N-{(18)-2-amino-1-{{3-lluorophenylimethyljethyi}-5-chloro-4-(4-chloro-1-methyl- 1 H-pyrazol-5-yl)-2-thiophene-
carboxamide;
or a pharmaceutically acceptable salt thereof,

A compound of claim 1 which is:

N-{(18)-2-amino-1-{(3,4-diflucrophenyi)methyllethyl}-5-chloro-4-(4-chioro-1-methyl-1  H-pyrazol-8-yl)-2-furan-
carboxamide;
or a pharmaceutically acceptable salt thereof.

A compound according to any one of claims 1 to 5, or a pharmaceutically acceptable salt thereof, for use in therapy.

Use of a compound defined in any one of claims 1 to 5 or a pharmaceutically acceptable salk thereof, in the manu-
facture of a medicament for treating or lessening the severity of a disease or condition selecied from cancer and
arthritis.

The use according to claim 7 wherein said cancer is selected from; brain (gliomas), glioblastomas, Bannayan-
Zonana syndrome, Cowden disease, Lhermitte-Duclos disease, breast, inflammatory breast cancer, Wilm's tumer,
Ewing's sarcoma, Rhabdomyosarcoma, ependymoma, medulloblastoma, colon, head and neck, kidney, lung, liver,
melanoma, ovarian, pancreatic, prostate, sarcoma, osteosarcoma, giant cell tumaor of bone, thyroid, Lymphoblastic
T cell leukemia, Chronic myelogenous leukemia, Chronic lymphoeylic leukemia, Hairy-cell leukemia, acute lym-
pheblastic leukemia, acute myelogenous leukemia, Chronic neutrophilic leukemia, Acute lymphoblastic T cell leuke-
mia, Plasmacytoma, Immunaoblastic large cell leukemia, Mantle cell leukemia, Multiple myeloma Megakaryoblastic
leukemia, multiple myeloma, acute megakaryocytic leukemia, promyelocytic leukemia, Erythroleukemia, malignant
lymphoma, hodgkins lymphoma, non-hodgkins lymphoma, lymphoblastic T cell lymphoma, Burkitt's lymphoma,
folficular lymphoma, neuroblastoma, bladder cancer, urothelial cancer, lung cancer, vulval cancer, cervical cancer,
endometrial cancer, renal cancer, mesothelioma, esophageal cancer, salivary gland cancer, hepatocellular cancer,
gaslric cancer, nasopharangeal cancer, buccal cancer, cancer of the mouth, GIST (gastrointestinal stromal tumor)
and testicular cancer.

The use according to claim 8 wherein said cancer is selected from; brain {gliomas), glioblastomas, Bannayan-
Zonana syndrome, Cowden disease, Lhermitte-Duclos disease, breast, colon, head and neck, kidney, lung, liver,

melanoma, ovarian, pancreatic, prostate, sarcoma and thyroid.

A pharmaceutical composition comprising a compound accerding to any one of claims 1 o 5, or a pharmaceutically
acceptable salt thereof and a pharmaceuticzally acceptable carrier.

The pharmaceutical composition according to claim 10 which further comprises at least one anti-neoplastic agent.

The pharmaceutical composition according to claim 11 wherein the al least one anti-neoplastic agent is selecied
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from the group consisting essentially of anti-microtubule zgents, platinum coordination complexes, alkylating agents,
antibiotic agents, topoisomerase 1l inhibitors, antimelabolites, topoisomerase | inhibilors, hormones and hormanal
analogues, signal transduction pathway inhibitors; non-receptor tyrosine kinase angiogenesis inhibitors; immuno-
therapeutic agents; proapoplotic agents; and cell cycle signaling inhibilors,
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